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Treating comorbid 
premenstrual dysphoric 
disorder in women with 
bipolar disorder
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A 34-year-old woman has a diagno-
sis of bipolar disorder type I (BDI) 
and is currently euthymic on 7 mg 
daily of aripiprazole. A comorbid 
diagnosis of premenstrual dysphoric 
disorder (PMDD) was confirmed 
with 2 months of prospective chart-
ing. She was initiated on an oral con-
traceptive (estradiol 30 mcg plus le-
vonorgestrel 0.15  mg daily), and 
after 6 weeks of treatment she noted 
substantial improvement in her 
PMDD symptoms. The improvement 
was confirmed with prospective 
symptom charting.

Premenstrual dysphoric disorder  
affects 3%–9% of women during re-
productive years and detrimentally 
influences work/school productivity, 
relationships and/or social activities. 
Bipolar disorder is a major mental ill-
ness that affects 2.2% of our popula-
tion,1 and recent Canadian data 
ranked BD the second leading cause 
of disability among mental health 
and addiction problems.2 A large 
community-based epidemiological 
study found that women with PMDD 
were 8 times more likely to have a co-
morbid diagnosis of BD.3 In addition, 
2  independent studies found higher 
rates of PMDD among women with 
BD.4,5 The DSM-5 now recognizes 
PMDD as a distinct mood disorder, 
and its diagnosis is based on the 
presence of emotional and physical 
symptoms in the final week before 
the onset of menses, with marked im-
provement in the week following 
menses. Importantly, PMDD diagno-
sis must be confirmed by prospective 
daily charting during at least 2 symp-

tomatic menstrual cycles. Given the 
paucity of literature in this area, the 
treatment of women with BD and co-
morbid PMDD can prove daunting 
and challenging. For the clinician 
treating a woman with known BD 
who is suspected of having comorbid 
PMDD, the following are practical, 
stepwise recommendations for the 
diagnosis and management of these 
comorbid conditions.
1. 	First it is critical to optimize the 

dosages of mood stabilizers and to 
stabilize the bipolar symptoms in 
order to rule out the possibility that 
the symptoms endorsed during the 
premenstrual phase are not simply 
secondary to untreated BD.

2.	Once the BD is stabilized, then a 
minimum of 2 months of prospec-
tive daily charting is required. Sev-
eral validated tools are available to 
help the clinician prospectively 
monitor premenstrual symptoms.6,7

3.	Once the diagnosis of comorbid 
PMDD is confirmed, psychoeduca-
tion and lifestyle changes, such as 
diet, exercise and sleep hygiene, 
have been shown to alleviate pre-
menstrual symptoms in some cases.8

4.	Vitamin supplementation with 
600  mg of elemental calcium twice 
daily9 and 100 mg/d of vitamin B610 
have also been proven to alleviate 
premenstrual symptoms and should 
be recommended.

5.	Cognitive behavioural therapies 
seem effective in alleviating mood 
and anxiety symptoms, but not 
physical symptoms,11,12 which sug-
gests that these modalities likely 
enhance coping strategies rather 
than change the biological root of 
PMDD.

6.	Antidepressants are considered the 
first-line treatment of PMDD,13 as 
there is robust evidence of efficacy 
of  serotonin and serotonin–
norepinephrine reuptake inhibitors 
in randomized controlled trials.14 
However, this is precisely one of 

the main challenges in the treat-
ment of PMDD with comorbid BD 
because, considering the well-
established risk for mood worsen-
ing associated with the use of anti-
depressants in patients with BD, 
experienced clinicians will be very 
reluctant to prescribe an anti
depressant to a patient with BD 
who is currently euthymic/stable 
from the BD standpoint. Therefore, 
we argue that the use of anti
depressants in this population 
should be restricted to patients in 
whom PMDD is disabling and is 
not responsive to hormonal agents.

7.	Hormonal agents are considered 
the second-line treatment for 
PMDD,13 and their efficacy has also 
been confirmed in randomized con-
trolled trials.15 Although the litera-
ture on safety and efficacy of hor-
monal agents in women with 
comorbid BD is scarce, we have re-
cently published a case series dis-
cussing some of our experience 
with the use of oral or transdermal 
contraceptives in this population.16 
Risks and benefits should always 
be carefully considered before pre-
scribing hormonal agents.
In conclusion, the elevated disease 

burden and the complexity of the 
treatment of comorbid BD and PMDD 
impose an urgent need for random-
ized clinical trials in this population.
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The information in this column is not intended as a definitive treatment strategy but as a suggested approach for clinicians treating patients 
with similar histories. Individual cases may vary and should be evaluated carefully before treatment is provided. The patient described in this 
column gave informed consent for its publication.

Psychopharmacology for the Clinician



	 J Psychiatry Neurosci 2016;41(2)	 E23

Treating comorbid premenstrual dysphoric disorder in BD

References

  1.	 Schaffer A, Cairney J, Cheung A, et al. 
Community survey of bipolar disorder 
in Canada: lifetime prevalence and ill-
ness characteristics. Can J Psychiatry 
2006;51:9-16.

  2.	 Ratnasingham S, Cairney J, Manson H, 
et al. The burden of mental illness and 
addiction in ontario. Can J Psychiatry 
2013;58:529-37.

  3.	 Wittchen HU, Becker E, Lieb R, et al. 
Prevalence, incidence and stability of 
premenstrual dysphoric disorder in the 
community. Psychol Med 2002;32:119-32.

  4.	 Choi J, Baek JH, Noh J, et al. Association 
of seasonality and premenstrual symp-
toms in bipolar I and bipolar II disor-
ders. J Affect Disord 2011;129:313-6.

  5.	 Fornaro M, Perugi G. The impact of pre-
menstrual dysphoric disorder among 92 
bipolar patients. Eur Psychiatry 2010; 
25:450-4.

  6.	 Endicott J, Nee J, Harrison W. Daily Re-
cord of Severity of Problems (DRSP): re-

liability and validity. Arch Womens Ment 
Health 2006;9:41-9.

  7.	 Pearlstein T, Steiner M. Premenstrual dys-
phoric disorder: burden of illness and 
treatment update. J Psychiatry Neurosci 
2008;33:291-301.

  8.	 Vigod SN, Frey BN, Soares CN, et al. Ap-
proach to premenstrual dysphoria for 
the mental health practitioner. Psychiatr 
Clin North Am 2010;33:257-72.

  9.	 Thys-Jacobs S, Starkey P, Bernstein D, et 
al. Calcium carbonate and the premen-
strual syndrome: effects on premen-
strual and menstrual symptoms. Pre-
menstrual Syndrome Study Group. Am 
J Obstet Gynecol 1998;179:444-52.

10.	 Wyatt KM, Dimmock PW, Jones PW, et 
al. Efficacy of vitamin B-6 in the treat-
ment of premenstrual syndrome: sys-
tematic review. BMJ 1999;318:1375-81.

11.	 Busse JW, Montori VM, Krasnik C, et al. 
Psychological intervention for premen-
strual syndrome: a meta-analysis of ran-
domized controlled trials. Psychother 
Psychosom 2009;78:6-15.

12.	 Kleinstäuber M, Witthoft M, Hiller W. 
Cognitive-behavioral and pharmacol
ogical interventions for premenstrual 
syndrome or premenstrual dysphoric 
disorder: a meta-analysis. J Clin Psychol 
Med Settings 2012;19:308-19.

13.	 Nevatte T, O’Brien PM, Backstrom T, 
et al. ISPMD consensus on the man-
agement of premenstrual disorders. 
Arch Womens Ment Health 2013;16:​
279-91.

14.	 Marjoribanks J, Brown J, O’Brien PM, et 
al. Selective serotonin reuptake inhibitors 
for premenstrual syndrome. Cochrane 
Database Syst Rev 2013;6:CD001396.

15.	 Lopez LM, Kaptein AA, Helmerhorst 
FM. Oral contraceptives containing dro-
spirenone for premenstrual syndrome. 
Cochrane Database Syst Rev 2012;2:​
CD006586.

16.	 Frey BN, Minuzzi L. Comorbid bipolar 
disorder and premenstrual dysphoric 
disorder: real patients, unanswered 
questions. Arch Womens Ment Health 
2013;16:79-81.


